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FILE 'HOME* ENTERED AT 11:09:32 ON 26 JAN 2006 
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Copyright (c) 2 006 The Thomson Corporation 

FILE 'CAPLUS' ENTERED AT 11:10:02 ON 26 JAN 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'LIFESCI' ENTERED AT 11:10:02 ON 26 JAN 2006 
COPYRIGHT (C) 2006 Cambridge Scientific Abstracts (CSA) 



FILE 1 BIOTECHDS ' ENTERED AT 11:10:02 ON 26 JAN 2006 
COPYRIGHT (C) 2 006 THE THOMSON CORPORATION 

FILE 'EMBASE' ENTERED AT 11:10:02 ON 26 JAN 2006 
Copyright (c) 2006 Elsevier B.V. All rights reserved. 

FILE 1 BIOENG ' ENTERED AT 11:10:02 ON 26 JAN 2006 
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Cloning, sequence and drug screening, and therapeutic 
use of human cyclooxygenase -3 
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Janssen Pharmaceutica N.V. , Belg. 
PCT Int. Appl. , 113 pp. 
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AB The present invention provides nucleic acid and polypeptide sequences 
describing a novel isoenzyme of the cyclooxygenase enzyme, 
herein named as human cyclooxygenase- 3 (COX- 3) . 
Cloning of cDNA encoding the N- terminus of human COX- 3 is 
described and the full-length cDNA and encoded amino acid sequences of 
COX splicing variants, COX- 3a and COX- 

3b, are provided. The isolated nucleic acid or polypeptide mol . 
of the invention can be used in detection assays, gene therapy, and 
screening assays. 



=> log y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 
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1. 



□ 2- 



□ 3. 



HUMAN CYCLOOXYGENASE-3 AND USES THEREOF 

QIN, Ning / FLORES, Christopher / ZHANG, Sui-Po / CODD, Ellen, E. / JANSSEN 
PHARMACEUTICA N.V., PATENT COOPERATION TREATY APPLICATION f Sep 2004 
...and exon 2 of human Cox-I, as published in the NCBI human genomic 
database... three reading frames (a, b, and c) results... acid sequences as in Cox-I are 
shaded. Figure. ..translation of Cox- 3a after RNA editing. ..shows translation of Cox-3b 
after RNA editing. Figure IE shows a comparison of peptide. ..COX- I intron I in human 
and canine I COX-3... 

Full text available at patent office. For more in-depth searching go to #" LexisNexis- 
similar results 

IL-8 enhancement of amyloid-beta (A^ 42 )-induced expression and production of pro- 
inflammatory cytokines and COX-2... 

Franciosi, S. / Choi, H.B. / Kim, S.U. / McLarnon, J.G., Journal of Neuroimmunology, 
Feb 2005 

...human neutrophils (Martinez et al., 2004). A previous study has reported that 
amyloid. ..elicited functional responses in monocytes via a distinct signaling pathway from 
that induced. ..8 and Abetal-42-induced stimulation of human microglia. As shown inFig. 
3A-C (for cytokines) andFig. 4(for COX-2), IL-8 applied in combination with Abetal- 
42produced...that an autocrine feedback system may play a role in IL-8 potentiation of 
Abeta l-42effects. . . 

Full text article available from "ioncb ^piruct 

similar results 

Mitochondrial localization of c ycloox yqenase-2 and calcium-independent phospholipase A 2 
in human cancer cells:... 

Liou, J.Y. / Aleksic, N. / Chen, S.F. / Han, T.J. / Shyue, S.K. / Wu, K.K., 

Experimental Cell Research, May 2005 

...cells which express different levels of COX-2 and normal human cells. The results 
show that a majority of COX-2 expression in cancer cells were colocalized.. .resistant to 
apoptosis and DLD-1 cells with a lower level of mitochondrial COX-2 were less resistant, 
whereas human fibroblasts with no detectable mitochondrial... 
Full text article available from ocio*cn ^diroct 
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similar results 

□ 4. 5-Heteroatom substituted pyrazoles as canine COX-2 inhibitors. Part 1: Structure-activity 

relationship studies of... 

Sakya, S.M. / Lundy DeMello, K.M. / Minich, M.L. / Rast, B. / Shavnya, A. / 
Rafka, R.J. / Koss, D.A. / (...) / Jaynes, B.H., Bioorganic & Medicinal Chemistry 
Letters, Jan 2006 

...assay: run in duplicate or triplicate. Table 3 In vitro COX-1 and COX-2 inhibition data 
of3a-f(S02NH2and CF3analogs) Compound R3R4N Ratio COX 1/2 CWB IC50(muM)a 
COX-1 COX-2 3a 107.4 15.5 0.14 3b 98.7 13.2 0.13 3c 23.1 4.5 0.19 3d 22.8 42.6 
1.87... 

Full text article available from oc.cnco ^d.rcct 
similar results 

□ 5. Differential modulation of COX-2 expression in A549 airway epithelial cells by structurally 

distinct PPARy agonists:... 

Patel, K.M. / Wright, K.L. / Whittaker, P. / Chakravarty, P. / Watson, M.L. / 
Ward, S.G., Cellular Signalling, Sep 2005 

...Troglitazone (10 muM) induced COX-2 protein expression in a time dependent manner 
from 4 h to 48 h while COX-1 levels were unaltered (Fig. 3A). Furthermore, troglitazone 
induced COX-2 expression in a concentration-dependent manner at 6 h (Fig. 3B). The... 
Full text article available from «ioncb (^d««bct 

similar results 

□ 6* Anisomycin induces COX-2 mRNA expression through pBS 1 ^^ and CREB independent of 

small GTPases in intestinal... 

Shafer, L.M. / Slice, L.W., BBA - Molecular Cell Research, Sep 2005 
...elevated up to 30 min. 3.3 Stress-induced COX-2 expression and CREB 
phosphorylation is. ..utilized by anisomycin for induction of COX-2, cells were pretreated 
with MAP kinase. ..phosphorylation, PD98059 and U0126, caused a decrease in 
anisomycin-dependent COX-2 induction by 24% and 51%, respectively (Fig. 3A). In 
striking contrast, there were significant... 
Full text article available from ".bncu (^oirbct 
similar results 

□ 7. THERAPEUTIC COMBINATION OF A COX-2 INHIBITOR AND A TACE INHIBITOR 

MASFERRER, Jaime, L. / STEPHENSON, Diane, T. / PHARMACIA CORPORATION, 

PATENT COOPERATION TREATY APPLICATION, Nov 2004 

...a neoplasia-related disorder in a mammal using a combination of a COX-2 inhibitor 
and a TACK and/or MMP inhibitor, more particularly a. ..the United States. (See U.S. 
Dept. of Health and Human Services, National Center for Health Statistics... 
Full text available at patent office. For more in-depth searching go to LexisNexis- 
similar results 

□ 8. Introduction tppf-siki 

Oct 2004 

...stimulation (Fig. 3A). This induction of COX-2 after IL-1 is typical for fibroblastic cells 
(Fig. 3B). COX-2 staining in the Thy-1- cells revealed a cytoplasmic localization and 
interestingly... affected by IL-1. This apparent constitutive COX-2 expression (Fig. 3A) is 
unexpected, but correlates with the... expression in Figure 2. For comparison, human 
lung fibroblasts showing —typical" COX-1... 

more hits from [http://ajpcell.physiology.org/cgi/reprint/00065.2002vl...] 
similar results 

□ 9. Immunomodulatory drugs inhibit expression of cyclooxyqenase-2 from TNF-a, IL-1B. and 

LPS-stimulated human PBMC in a... 

Payvandi, F. / Wu, L. / Haley, M. / Schafer, P.H. / Zhang, L.H. / Chen, R.S. / 
Muller, G.W. / Stirling, D.I., Cellular Immunology, Aug 2004 

...the phorbol ester-induced expression of COX-2 in human lung carcinoma cells. This 
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suggests that the ability of a small molecule to inhibit angiogenesis...and mRNA from 
LPS-stimulated PBMC in a dose-dependent manner. The effects of.. .also investigated on 
the expression of COX-2 by human PBMC stimulated with proinflammatory... colorimetric 
enzyme assays. As shown inFigs. 3A and B, the drugs did not have any effect on the 
activity of either COX-1 or COX-2. Aspirin was used as a positive control and was shown 
to inhibit... 

Full text article available from »ci«ncc ^diroct 
similar results 

□ 10- Expression of cyclo-oxyqenase types-1 and -2 in human myometrium throughout 

pregnancy — Slater et al. 5 (9): 880 — Molecular ... [ ioskj 

Donna M. Slater / William J.B. Dennes / Juan S. Campa / Lucilla Poston / Phillip 
R. Bennett , Jan 2005 

...study was to test the hypothesis that COX in the myometrium plays a role in the onset 
and/or maintenance of human labour. We studied the expression of... was confirmed 
using positive controls. Human platelets were used as a positive control for COX-1 and 
interleukin-lB stimulated human lymphocytes for COX-2. Western autoradiographs... 
more hits from [http://www.molehr.oupjournals.Org/cgi/content/full/5/9...] 
similar results 

□ 11- Arthritis Research & Therapy | Full text I Diosgenin, a plant steroid, induces apoptosis in 

human rheumatoid arthritis ... [135K] 
Res Ther, Jan 2005 

...of fibroblast-like synoviocytes from human rheumatoid arthritis, with apoptosis 
induction associated with cyclooxygenase-2 (COX-2) up-regulation. Celecoxib, a selective 
COX-2 inhibitor, provoked a. ..the first time the effect of diosgenin, a plant steroid, on 
the proliferation rate and apoptosis in the human RA FLS. Particular attention was paid 
to the modulation of COX-2 expression and activity in RA synoviocyte. ..IL-1 (3 (an 
inducer of cyclooxygenase-2 [COX-2]) Figure 9 Effect of diosgenin on the production of 
IL-6 (a) and IL-8 (b) by human rheumatoid arthritis (RA) fibroblast... 
[http://arthritis-research.eom/content/6/4/R373] 
similar results 

□ 12. Diosgenin, a plant steroid, induces apoptosis in human rheumatoid arthritis synoviocytes 

with cyclooxyaenase-2... 

Liagre, Bertrand / Vergne-Salle, Pascale / Corbiere, Cecile / Charissoux, Jean 
L. / Beneytout, Jean L., Arthritis Res Ther, Jun 2004 

...destruction of articular cartilage. The role of COX-2 and prostaglandins in synoviocyte 
death. ..the first time the effect of diosgenin, a plant steroid, on the proliferation rate and 
apoptosis in the human RA FLS. Particular attention was paid to the modulation of COX- 
2 expression and activity in RA synoviocyte... control cells (fluorescence in red, Fig. 3a ). 
Figure 3 Analysis of mitochondrial. ..potential (Aipm) after diosgenin treatment. Human 
rheumatoid arthritis (RA) fibroblast-like. ..48 hours and then treated (b) or not (a) with 
40 pM diosgenin. Aipm was analyzed... 



similar results 

□ 13. The induction of cyclooxyqenase-1 by a tobacco carcinogen in U937 human macrophages 
is correlated to the activation of ... [ i 2 i k] 
Nathalie Rioux / Andre Castonguay , Dec 2004 

...3 h and then hybridized for 18 h with a human COX-1 cDNA probe (Cayman 
Chemicals) labeled. ..by SDSPAGE and immunoblotting with a monoclonal human COX-2 
antibody. COX-2 was not constitutively...PMA-differentiated U937 cells (Figure 3a ). 
Surprisingly, immunoblot analysis revealed that NNK increased the amount of COX-1 in a 
dose-dependent manner. This increase... 

more hits from [http://carcin.oupjournals.Org/cgi/content/full/21/9/17...] 
similar results 
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□ 14. CD40 MOUSE PIM1 MOUSE CD40 Pim-1 fASCH-i27Ki 

Jan 2005 

...ACVS_PENCHIPNS_PENCHpcbABpcbC CDNB_HUMANCGA2_HUMANp27Kiplcyclin A 
NTGL_RATS6A5_RATGLYT1GLYT2 ALGQ_PSEAE...sigma(70) 

SPl_MOUSESP3_MOUSESplSp3 CAD5_HUMANCTNB_HUMANVE-cadherin-boundbeta- 
catenin...HUMANBcl-2ERK NU43_HUMANPGH2_HUMANp42COX-2 

ICSB_MOUSEING_MOUSEICSBPIFN-gamma... 
[http://cubic.bioc.columbia.edu/results/2005/nlprot-ppi...] 
similar results 

□ 15. Oxidative Bioactivation of the Lactol Prodrug of A Lactone Cyclooxyaenase-2 Inhibitor -- 

Nicoll-Griffith et al. 27 (3): 403 - ... [108K] 

Deborah A. Nicoll-Griffith / Jean-Pierre Falgueyret / M. Silva / Pierre-Emmanuel 
Morin / Chan, Sophie Clas, Dec 2004 

...was prepared for evaluation as a prodrug for DFU. In contrast... DFU-lactol was found 
to be inactive as a COX-2 inhibitor. It had no measurable. ..recombinant COX-2 or 
microsomal human COX-1 (IC 50 > 100 pM, our unpublished. ..The inactivity of DFU- 
lactol as a COX inhibitor affords the additional... 

more hits from [http://dmd.aspetjournals.Org/cgi/content/full/27/3/403] 
similar results 

□ 16. Microsoft Word - Pommels inhoudsopaave.doc [pdf-432k] 

Sep 2004 

...activities. Cyclooxygenase 1 and -2 (COX-1, COX-2 respectively) introduce two atoms 
of... hydroxy endoperoxide PGH2. PGH2 can be a substrate for several enzymes 
including. ..E2 (PGE2) (14) (see Figure 1.2). EPA is a precursor of the prostaglandins of 
the 3-seri...n-3 fatty acid is converted by the same COX enzyme to the 3-series 
endoperoxide PGH3...such as cyclooxygenase Introduction 15 (COX). Non-enzymatic lipid 
peroxidation is initiated. ..requires oxygen and has the characteristics of a chain reaction 
(13). The process begins... 

[http://library.wur.nl/wda/dissertations/dis3424.pdf] 
similar results 

□ 17. USE OF AN EP2 OR EP4 RECEPTOR ANTAGONIST AND/OR A COX-1 INHIBITOR FOR 

TREATING CERVICAL CANCER 

KATZ, Arieh / MEDICAL RESEARCH COUNCIL, PATENT COOPERATION TREATY 
APPLICATION, May 2003 

...cell carcinoma. Adenocarcinomas and to a lesser extent adenosquamous 
carcinomas... invasive cervical carcinoma and display a variety of types and sub- types. 
Cyclooxygenases... synthesis. Two cyclooxygenase isoenzymes, COX-1 and COX-2, have 
been identified. COX-1. ..COX-1 is induced by tobacco carcinogens in human 
macrophages and is correlated Is with. ..indicates that COX-2 is overexpressed in human 
cervical cancer. 25 Prostaglandin E2 elicits. ..inventors have surprisingly found that COX-1 
is upregulated in cervical 5 carcinoma. ..inventors propose new methods of treating a 
neoplastic condition of the cervix, by... 

Full text available at patent office. For more in-depth searching go to ^"LexisNexis- 
similar results 

□ 18. Polyamine-mediated post-transcriptional regulation of COX-2 

Parker, M.T. / Gerner, E.W., Biochimie, Aug 2002 
...All quantitated northern blots shown are a representative of two or more 
experiments... transfections and luciferase assays The human COX-2 reporter construct 
(-1432/+59) was obtained. ..were identified in the 3'-UTR of the COX-2 mRNA ( Fig. 3A 
Fig. 3 eIF-5A response elements found in the 3'-untranslated region of the COX-2 RNA. 
(A) Sequence comparison of the putative ERE... 
Full text article available from ^diroct 
similar results 

□ 19. COX-2-Dependent Cardiac Failure in Gh/tTG Transgenic Mice — Zhang et al. 92 (10): 
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1153 -- CV Surgery Online [88K] 

Zhibing Zhang , Roberta Vezza , / Theodore Plappert , / Peter McNamara , / 
John A. Lawson , / Sandra Austin , Domenico , May 2005 

...TxS was also increased in GhOEs ( Figures 3A and 3 B). Western blotting confirmed 

increased expression of COX-2 and TP protein in the transgenic animals... increased in 

the hearts of GhOEs ( Figures 3A and 3 B). View larger version (45K): [in this window] 

[in a new window] Figure 3. Expression of.. .expression of the cyclooxygenase isoforms 

(COX-1 and COX-2), thromboxane synthase (TxS... 

more hits from [http://ahavj.ahajournals.org/cgi/content/full/circresa...] 

similar results 

• □ 20. M1635Guo [PDF-47K] 
Mar 2005 

...an important role for cyclooxygenase-2 (COX-2) in colorectal carcinogenesis. COX-2 is 
a key enzyme in the biosynthesis of prostaglandins... acid and is overexpressed in 85- 
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